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X Responsive to communication(s) filed on May 1, 2000 ■ 

T This action is FINAL. 

i Since this application is in condition for allowance except for formal matters, prosecution as to the merits is closed 
in accordance with the practice under Ex parte Quay/e, 1935 CD. 11; 453 O.G. 213. 

A shortened statutory period for response to this action is set to expire 3 month(s), or thirty days, whichever 
is longer, from the mailing date of this communication. Failure to respond within the period for response will cause the 
application to become abandoned. (35 U.S.C. § 133). Extensions of time may be obtained under the provisions of 
37 CFR 1.136(a). 



Disposition of Claims 

X Claim(s) 7-72 and 14-19 



is/are pending in the application. 



Of the above, claim(s) 9-11, 14, and 18 
□ Claim(s) 



X Claim(s) 1-8, 12, and 15-17 

X Claim(s) 1_9 

Z Claims 



is/are withdrawn from consideration. 

is/are allowed. 

is/are rejected. 

is/are objected to, 

are subject to restriction or election requirement. 



Application Papers 

I] See the attached Notice of Draftsperson's Patent Drawing Review, PTO-948. 

□ The drawing(s) filed on is/are objected to by the Examiner. 

□ The proposed drawing correction, filed on is Approved Qisapproved. 

□ The specification is objected to by the Examiner. 

The oath or declaration is objected to by the Examiner. 

Priority under 35 U.S.C. § 119 

□ Acknowledgement is made of a claim for foreign priority under 35 U.S.C. § 1 19(a)-(d). 

r All [1 Some* 'I None of the CERTIFIED copies of the priority documents have been 
Lj received. 

□ received in Application No. (Series Code/Serial Number) . 

received in this national stage application from the International Bureau (PCT Rule 17.2(a)). 
*Certified copies not received: ; . _ 



Acknowledgement is made of a claim for domestic priority under 35 U.S.C. § 119(e). 



Attachment(s) 

□ Notice of References Cited, PTO-892 

:;j information Disclosure Statement(s), PTO-1449, Paper No(s). 
" Interview Summary, PTO-413 

L„: Notice of Draftsperson's Patent Drawing Review, PTO-948 
~Z Notice of Informal Patent Application, PTO-152 
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DETAILED ACTION 

1. Amendment filed 1 May 2000 (Paper No. 18) has been received 
and entered . 

2. Applicant's request for reconsideration of the finality of 
the rejection of the last Office action is persuasive and, 
therefore, the finality of that action is withdrawn. 

2. Applicant's arguments filed 1 May 2000 (Paper No. 13) have 
been fuLly considered but they are not found persuasive. 

A. The text of those sections of Title 35, U.S. Code not 
included in this action can be found in a prior Office action. 

Claim Objections 

Claim 19 is objected to under 37 CFR 1.75(c) as being in 
improper form because a multiple dependent claim should refer to 
other claims in the alternative only. See MPEP § 603.01 (n). 
Accordingly, the claim 19 has not been further treated on the 
merits . 

Claim Rejections - 35 USC § 112 

o. The following is a quotation of the first paragraph of 35 
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The- spe :i f icatj .on shall contain a written description of the 
invent i Dn, and of the manner and process of making and using 
it, an such full, clear, concise, and exact terms as to enable 
any person ski] led in the art ZD which it pertains, or with 
which it is most neatly connected, to make and use the same 
and shall set. forth the best: mcde contemplated by the invent. or 
of carrying out his invention. 

7. Claims 1.-3, 6-8, 12, and 15-17 are rejected under 35 
U.3.C. 112, furst paragraph, because the specification, while 
being enabling for an Isolated DNA encoding a protein comprising 
SEQ ID NO: 5, r", 21, or 25, does not reasonably provide 
enablement for, 

A) an isolated DNA encoding a protein having an N-terminal 
domain, a DNA binding domain, and a ligand binding domain, 
wherein the amino acid sequence of said DNA-binding domain of 
said protein exhibits at least 802 or 90 < homology with the amino 
acid sequence of 2EQ ID NO : 3 and the amino acid sequence of said 
ligand binding domain of said protein exhibits at least 70 ( ! , or 
7 5i homology with the amino acid sequence of SEQ ID NO: -5; 

E) a recombinant expression vector comprising the isolated 
DNA of A) above; 

C) a ce 1 1 trans feet ed wi th the DNA of A) above or the 
recombinant expression vector of B) above; and 

D) a DNA of claim 12 encoding a chimeric protein. The 
specification does not enable any person skilled in the art to 
which it pertains, <: r with which it is most nearly connected, to 
make and use the invention commensurate in scope with these 
claims . 
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Aft: Unit: 164 6 

Claims L-3 and 12 encompass an isolated DMA encoding a 
variant prooein having an N-terminal domain, a DMA binding 
domain, and a ligand binding domain without a functional 



comprising the DNA of claims 1-3. However, the specification 
fails to teach how to make and use the whole genus of an isolated 
DNA encoding a variant protein having an N-terminal domain, a DNA 
binding domain, arid a ligand binding domain without a functional 
Limitation. The specification discloses an example of a specific 
species of human estrogen receptor and its splice variant but 
does not teach the whole genus of claimed products. It would 
require undue experimentation to test the function of a variant 
receptor which has essentially unlimited substitutions because 
the percent homology with SEQ IE) NO: 3 and 4 are not defined and 
includes gaps and nonconserved substitutions and which includes 
variant proteins with only the N-terminal domain, a DNA binding 
domain, and the ligand binding domain. One skilled in the art 
cannot substitute amino acid randomly and predictably get 
functional protein (Bowie et al., Science, 1990). For example 
the receptor' variants have other linkers or domains other than 
the N-terminal domain, a DNA binding domain, and the ligand 
binding domain which provide proper tertiary structural folding 
which is required for proper ligand tending function and 
transcriptional activation . Furthermore , the claims encompass 



1 i mi tat ion . 



Claims o-S arid 15-17 encomoass a vector or cell 
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variant proteins with large deletions in a domain which is 
essential for function. Thus, the claims encompass a genus of 

Largo number of DNAs which encoie non-functional receptors. The 
vector of cLaim 6 and the host cell transfected with the vector 

:>f cl aim 6 comprise the DNA of claim 1 and thus encompass the 
same genus of large number of DNAs which encode non- functional 
receptors . 

Claims 7 and 6 encompass a. cell transfected with DNA of 
-claim 1 which is not in a vector. However, the specification 
does riot; teach how to trans feet cell with DNA which is not in a 
vector. One of skilled in the art do not transfect cells with 
oI'NA which are not packaged in a vector because without the 
vector the expression copies of the DNA is not sufficient for 
expression of the protein product. 

Claims 1-3, 6-8, arid 11:- 17 are rejected under 35 
U.S.C. : 1" , first paragraph, as containing subject matter which 
was not described in the specification in such a way as to 
reasonably convey to one skilled in the relevant art that the 
inventor (c) , at the time the application was filed, had 
possession of the claimed invention. This is a written 
descript ic n re j ect ion . 

Claims encompass the DNA or vectors and cells comprising the 
DNA encoding a variant protein which is naturally occurring but 
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not disc D: sed in the specification nor to one of skilled in the 
art. Claimed DNA encoding protein variants encompass a large 
genus or nucLear recepoors which are alleles or variants whose 
function has yet te= be identified from different species of 
animal because the structure of the newly identified naturally 
occurring receptor is not known. University of California v. Eli 
Lilly and Co. (CAFC) -13 USPQ2d 1393 held that a generic cLairn to 
human or mammalian when only the rat protein sequence was 
disclosed did not have written description in the specification. 



Claim Rejections - 35 USC §102 

9. Claims 1-6 and 15-16 are rejected under 3t U.5.C. 102(e) as 
being anticipated by Cabib et al.((C); U.S. 5,936,731). 

Cabib et al . disclose human chromosome karyotypes (figures 
7-11; columns 5, 10, and 33-34). 

Claims 1-5 and 15-17 encompass isolated human chromosome 
because the chromosomes comprises claimed nucleic acid molecules. 
Since the human genome comprises all the gene sequences the 
chrom- >somes inherently comprises the sequences claimed. 

Applicants argue that the claimed gene is located on 
chromosome 14. However, the applicant did not point to the 
location in the specification which discloses this information. 
Furthermore, claims are not limited to the species of DNA 
comprising specific SEC 1 It 1 NO: but encompasses a genus of DNA 
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encoding a domain ol the protein with percent identity to a SEC 
ID NO: . Furthermore, Cabib et al. disclose the .isolated human 
chromes^ me 1-1 . 



Claim Rejections - 35 USC §103 

10. The following :i s a quotation of 3£ U . S . C . 103(a) which forms 
the basis for all obviousness rejections set forth in this Office 
a otic n : 

■:a) A parent may not be obtained though th<.; invention is not identically 
disclosed or described as .^et forth in section 102 of this title, if the 
differences between the subject matter sought to be patented and the prior 
art are such that the .subject matter as a whole would have been obvious at 
the time the invention was made tc a person having ordinary skill m the 
art to which said subject matter pertains. Patent ability shall not be 
negatived by the manner in which the invention was made. 

This application currently names joint inventors. In 
considering patentability of the claims under 35 U.S.C. 103(a), 
the examiner presumes that the subject matter of the various 
claims was common] y :>wned at the time any inventions covered 
therein were made absent any evidence to the contrary. Applicant 
is advised of the obligation under 37 C ET. 1.56 to point out the 
inventor and invention dates of each claim that was not commonly 
owned at the time a Later invention was made in order for the 
examiner to consider the applicability of 35 U.S.C. 103(c) and 
potential 35 U.S.C. 102(f) or (g) prior art under 35 
U.S.C. 103 (a) . 



11. Claims 1-3 and 15-17 are rejected under 35 U.S.C. 103(a) as 
being unpatentable over Cabib et al.(C) in view of Kausch et 
al . ( (A) / U.S. x 164; . 

Applicants argue that Kausch differs from the present 
invention in that it discloses a method for the isolation and 
sorting of chromosomes in general and is not concerned with the 
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DIIA per se, whereas the present invention relates to the cloning 
• i a particular DMA and its use in medical research. H:>wever, 
the claims do not. exclude the chr :>nos oiti-ij. 1 DNA :liscl:>se:l in Kausch 
et al. and the claims are not limited tc the cloning cf a 
particular DMA arid its use :;.n medioaL rt'Sear::t. 

Applicants argue that the teaching disclosed in Kausch et 
al . is nothing more than a general teaching about hypothetical 
uses of the methrd and e;an by ns means be interpreted as a 
specific: teaching for the isolation and cloning of ER-beta DNA. 
However, as discussol in the last office action, the cnr omosc mal 
DMA inherently comprises the DNA claimed and thus anticipates the 
claims. Applicants further argue that, if this would re the case, 
then for the same reasons applied to Kausch et al. rejection, the 
Kaniatis Laboratory Manual of Cloning would nave ant icip-ated all 
nucleotide sequences that haven been cloned subsequent to its 
publication. However, Kausch et al. anticipates the claims as 
discussed above because the chromosomal DNA is discbosed. 
Whether Maniatrs anticipates the present claims has net 
previc usly addressed. If Mancatis discloses the human 
chrome somal DNA, the claims will be ^nticipatei ky the reference. 

Applicants argue that Kausch et al . Teaching in Example 2 
concerns the isclat :.on and sorting c f human chromosome 1 which 
does not comprise tone DNA encoding EK-beta which is located on 
chrciTioseme 14. However, the Kausch et al . teaches that many 
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chromosomes oan bo sorted at once ; column 9, lines 2 9-4 3) , which 
includes all the chromosomes in the cell. 



12. Claim 13 is rejected under 33 d.S.C. 102(b) as being 
anticipated by L'.vans et al.((B); U.S. \?33). 

Evans et al. teach 13NA enc=:»ding chimeric receptor of nuclear 
or sieroid receptor family members including estrogen receptor 
and a method of screening for ligands using the chimeric 
receptors (cilumn 7, lines 19 to column 8, line 31). 

Newly amended claim 12 encompasses one of the domains of 
claim 1 which is the DNA encoding the DMA binding domain of 
estrogen receptor which is taught by Evans et al . Evans et al . 
teach the remaining chimeric receptor comprising other domains of 
nuclear receptc-rs (column 7, lines 19 to column 8, line 31). 



13. No claims- are allowed. 



14. Any inquiry concerning this communication or earlier communications from 
the examiner should be directed to Michael E'ak, whose telephone number is 
[103) 30 0-70 . The examiner can normally be reached on Monday through Friday 
from 3: 0 j AM to 2:/0 PM. 

If attempts to re.t :n t;he examiner by teleplione are unsuccessful, the 
examiner's supervisor, Vv:-nne Eyler, can be reached on (703) 308-6564. 

3d f .1 c : .« 1 papers filed by fax should he directed to (70 3) 308-4242. 
Faxed draft ">r informal communications with the examiner should be directed to 
: 7 0 3 ) 3 0 s-02 '4 . 

Any in-{uiry •:: f a aeneral nature or relating to the status of this 
application •jt proi:eedmg should be directed to the Group receptionist whose 
telephone number is (703) 308-0196. 



Michael E'ak 

Primary Patent Examiner 

Art Unit 164- i 

13 Nicemler y.00 0 



